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~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address- 

All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308. 

1 . |EI This communication is responsive to the amendment filed 3 June 2010 and the interview conducted 21 June 2010. 

2. The allowed claim(s) is/are 1, 4, 6, 7, 9-11, 13, 15-17 and 63-65 . 

3. □ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a) □ All b)DSome* c) □ None of the: 

1. □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 

3. □ Copies of the certified copies of the priority documents have been received in this national stage application from the 

International Bureau (PCT Rule 17.2(a)). 
* Certified copies not received: . 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements 
noted below. Failure to timely comply will result in ABANDONMENT of this application. 
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

4. □ A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER'S AMENDMENT or NOTICE OF 

INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient. 

5. □ CORRECTED DRAWINGS ( as "replacement sheets") must be submitted. 

(a) □ including changes required by the Notice of Draftsperson's Patent Drawing Review ( PTO-948) attached 

1 ) □ hereto or 2) □ to Paper No./Mail Date . 

(b) □ including changes required by the attached Examiner's Amendment / Comment or in the Office action of 

Paper No./Mail Date . 

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of 
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d). 

6. □ DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the 

attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 



Attachment(s) 

1 . □ Notice of References Cited (PTO-892) 

2. □ Notice of Draftperson's Patent Drawing Review (PTO-948) 

3. □ Information Disclosure Statements (PTO/SB/08), 

Paper No./Mail Date 

4. □ Examiner's Comment Regarding Requirement for Deposit 

of Biological Material 

/William W. Moore/ 
Examiner, Art Unit 1656 



5. □ Notice of Informal Patent Application 

6. □ Interview Summary (PTO-413), 

Paper No./Mail Date . 

7. ^ Examiner's Amendment/Comment 

8. ^ Examiner's Statement of Reasons for Allowance 

9. □ Other . 



Notice of Allowability 



Part of Paper No./Mail Date 20100621 
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EXAMINER'S AMENDMENT 

An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1.312. To ensure consideration of such an amendment, it MUST be submitted no later than the 
payment of the issue fee. All allowed claims, whether or not amended, are presented below to 
assist the printer . 

Delete claims 3, 12, and 46-49. 

Amend claims 1 , 6, 7, 9-1 1 , and 1 5-1 7 thus: 

1 . (Currently amended) A nucleic acid construct encoding a fusion protein, wherein the 

construct comprises a coding sequence for a protein of interest and a coding sequence for 
a subtilisin prodomain protein, wherein the fusion protein comprises the protein of interest 
operatively linked to the C-terminus of the subtilisin prodomain protein, wherein the 
subtilisin prodomain protein is modified to bind >&m4% to a subtilisin or a variant thereof with 
a Kd of 10 nM or less and to form a stable complex, wherein the subtilisin or variant thereof 
is effective to cleave the protein of interest from the subtilisin prodomain protein, and 
wherein the subtilisin prodomain protein remains bound to the subtilisin or variant thereof 
following cleavage of the protein of interest from the modified subtilisin prodomain . 

4. (Previously Presented) The nucleic acid construct according to claim 1 , wherein the 
subtilisin prodomain protein comprises a variant of SEQ ID NO:2, wherein the variant 
comprises a substitution at one or more of positions P4-P4 that correspond to the positions 

74 through 77 of SEQ ID NO:2 wherein the substitution comprises any of F or Y substituted 
for the amino acid at the position corresponding to position 74 of SEQ ID NO:2 P4, any 
amino acid residue substituted for the amino acid at the position corresponding to position 

75 of SEQ ID NO:2 PS, A or S substituted for the amino acid at the position corresponding 
to position 76 of SEQ ID NO:2 P2=, and M, F, Y H, or L substituted fo r the amino acid at the 
position corresponding to position 77 of SEQ ID NO:2 P4. 

6. (Currently amended) The nucleic acid construct according to claim 1 , wherein the C- 

terminus of the subtilisin prodomain protein comprises substitutions of amino acid residues 
F or Y for the amino acid at the position corresponding to position 74 of SEQ ID NO:2 P4, 
any amino acid residue fo r the amino acid at the position corresponding to position 75 of 
SEQ ID NO:2 Pi, A or S for the amino acid at the position corresponding to position 76 of 
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SEQ ID NO:2 P24, and M, F, Y, H, or L fo r the amino acid at the position corresponding to 
position 77 of SEQ ID NO:2 94 at the C tormina! end . 

7. (Currently amended) A fusion protein comprising a target protein of interest operatively 
linked to the C-terminus of a subtilisin prodomain protein, wherein the subtilisin prodomain 
protein is modified to bind to a subtilisin or a variant thereof with a Kd of 1 0 nM or less and 
to form a stable complex exh i b i t an i ncroaood aff i nity for oubt ili o i n or a var i ant thoroof, ao 
compared to an unmod i f i ed oubt ili o i n prodoma i n proto i n , wherein the subtilisin or 
variant thereof is effective to cleave the target protein of interest from the subtilisin 
prodomain protein, and wherein the subtilisin prodomain protein remains bound to the 
subtilisin or variant thereof following cleavage of the target protein of interest from the 
modified subtilisin prodomain . 

9. (Currently amended) The fusion protein according to claim 7, wherein the subtilisin 
prodomain protein comprises the substitution of amino acids at positions that correspond to 
the positions 74 through 77 of SEQ ID NO:2 PA P I with the amino acid sequence set forth in 
SEQ ID NO:10 FKAM (SEQ I D NO: 101 

10. (Currently amended) The fusion protein according to claim 7, wherein the subtilisin 
prodomain protein comprises the amino acid seguence set forth in SEQ ID NO:7 E E D K L 
(F/Y) Q S (M/L/Y) (SEQ I D NO: 7) . 

1 1 . (Currently amended) The fusion protein according to claim 7, wherein the target protein of 
interest is staphylococcal Protein AB domain; Protein AB mutant A21 9; Streptococcal 
protein GB domain; Streptococcal protein Ga domain; Protein GB mutant G311; E. coli 
hypothetical Yab; Bovine a-subunit of transducin; M. thermautotrophicus CDC6; 
streptavidin; avidin; Taq polymerase; an alkaline phosphatase; a RNase; a DNase; a 
restriction enzyme onzymoo ; a peroxidase porox i daooo ; an endo-1 ,4- beta glucanase; an 
endo-1 ,3-beta-glucanase; a chitinase ch i t i naooo ; a beta glucosidase; a&4 an alpha 
glucosidase g l ucoo i daooo ; a beta glucoronidase; an alpha glucoronidase 
g l ucoron i daooo ; an amylase; a glucosvl-transferase g l ucooy l tranoforaooo ; a phospho- 
transferase phoopho tranoforaooo ; a chloramphenicol-acetyl-transferase; a beta-lactamase; 
a luciferase; an esterase ootoraooo ; a lipase li paooo ; a protease protoaooo ; a bacteriocine 
bactor i oc i noo ; an antibiotic ant i b i ot i co ; an enzyme inhibitor i nh i b i toro ; a growth factor 
factoro ; a hormone hormonoo ; a receptor rocoptoro ; a membrane protein proto i no ; a nuclear 
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protein proto i no ; a transcriptional factor factoro ; a translational factor; factoro or a nucleic 
acid modifying enzyme onzymoo . 

13. (Currently amended) A method for the production of a esubt ili o i n b i nd i ng fusion protein, the 
method comprising: 

providing a nucleic acid construct encoding a fusion protein wherein the fusion 
protein comprises a protein of interest operatively linked to the C-terminus of a 
subtilisin prodomain protein wherein the subtilisin prodomain protein is modified to 
bind subtilisin or a variant thereof with a Kd of 10 nM or less and to form a stable 
complex i ncroaood aff i n i ty ao comparod to an unmod i f i od esubt ili o i n prodoma i n 
proto i n , wherein the subtilisin or variant thereof is effective to cleave the protein of 
interest from the prodomain protein, and wherein the subtilisin prodomain protein 
remains bound to the subtilisin or variant thereof following cleavage of the protein of 
interest of interest from the modified subtilisin prodomain : 

transfecting a host cell with the nucleic acid construct; and 

culturing the transformed host cell under conditions suitable for expression of the 
fusion protein. 

15. (Currently amended) The method according to claim 13, wherein the subtilisin prodomain is 
modified by replacing the PA through P I amino acids at positions that correspond to the 
positions 74 through 77 of SEQ ID NO:2 with an amino acid sequence set forth in SEQ ID 
NO:10. SEQ ID NO:11. or SEQ ID NO:12 FKAM (SEQ I D NO: 10). FKAY (SEQ I D NO: 

1 1 ) or FKAF (SEQ I D NO: 12) . 

16. (Currently amended) The method according to claim 15, wherein the protein of interest is 
staphylococcal Protein AB domain; Protein AB mutant A21 9; Streptococcal protein GB 
domain; Streptococcal protein Ga domain; Protein GB mutant G311; E. coli hypothetical 
Yab; Bovine a-subunit of transducin; M. thermautotrophicus CDC6; streptavidin; avidin; Taq 
polymerase; an alkaline phosphatase; a RNase; a DNase; a restriction enzyme onzymoo ; a 
peroxidase porox i daooo ; an endo-1 ,4- beta glucanase; an endo-1 ,3-beta-glucanase; a 
chitinase ch i t i naooo ; a beta qlucosidase; an alpha qlucosidase g l ucoo i daooo ; a beta 
qlucoronidase; e&4 an alpha qlucoronidase g l ucoronidaooo ; an amylase; a qlucosvl- 
transferase g l ucooy l tranoforaooo ; a phospho-transferase phoopho tranoforaooo ; a 
chloramphenicol-acetyl-transferase; a beta-lactamase; a luciferase; an esterase ootoraooo ; 
a lipase li paooo ; a protease protoaooo ; a bacteriocine bactor i oc i noo ; an antibiotic 
ant i b i ot i co ; an enzyme inhibitor i nh i b i toro ; a growth factor factoro ; a hormone hormonoo ; a 
receptor rocoptoro ; a membrane protein protoino ; a nuclear protein proto i no ; a 
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transcriptional factor factoro ; a translational factor: factoro or a nucleic acid modifying 
enzyme onzymoo . 

17. (Currently amended) The method according to claim 13, wherein the host cells includes 
cells from Escherichia coli, Bacillus, Salmonella, Pseudomonas^ [[;]] Saccharomyces 
cerevisiae, Pichia pastoris, Kluveromyces, Candida, Schizosaccharomyces; or CHO cells. 

Add the new claims 63-65: 

63. (New) A nucleic acid construct encoding a fusion protein, wherein the construct comprises 
a coding sequence for a protein of interest and a coding sequence for the amino acid 
sequence set forth in SEQ ID NO:7 wherein the fusion protein comprises the protein of 
interest linked to the C-terminus of the amino acid sequence set forth in SEQ ID NO:7. 

64. (New) A fusion protein comprising a protein of interest linked to the C-terminus of the 
amino acid sequence set forth in SEQ ID NO:7. 

65. (New) A method for the production of a fusion protein, the method comprising: 

providing a nucleic acid construct encoding a fusion protein wherein the fusion 
protein comprises a protein of interest linked to the C-terminus of the amino acid 
sequence set forth in SEQ ID NO:7; 

transfecting a host cell with the nucleic acid construct; and 

culturing the transformed host cell under conditions suitable for expression of the 
fusion protein. 

Authorization for this examiner's amendment was given in a telephone interview with Ms. 
Kelly K. Reynolds on 21 June 2010. 

The following is an examiner's statement of reasons for allowance: 

Applicant's amendments to claims 1, 7, and 13 filed 3 June 2010 state those features of the 
invention disclosed, e.g., in Example 6 at pages 25 and 26 of the specification, that distinguish it 
over the prior art of record herein, and examiner's amendments of claim 1-10 and 15 above to 
uniformly state the features of modified subtilisin prodomains enabled and adequately described 
by the disclosure of the specification, wherein two distinct regions of such prodomains may be 
modified to provide the required binding constant and the capacity to form a stable complex with 
a subtilisin that can persist after release of a desired fusion partner, and to clarify the recitations 
with reference to the structure of a typical prodomain set forth in SEQ ID NO:2. Claims 6, 9-1 1 , 
16, and 17 are also amended above to correct informalities and to clarify their subject matters. 
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New claims 63-65 are added so that the allowed claims include the subject matter disclosed at 
page 25, lines 4-9, of the specification, thus claims 1, 4, 6, 7, 9-11, 13, 15-17 and 63-65 are 
allowed herewith. 

Any comments considered necessary by applicant must be submitted no later than the 
payment of the issue fee and, to avoid processing delays, should preferably accompany the 
issue fee. Such submissions should be clearly labeled "Comments on Statement of Reasons 
for Allowance." 

Conclusion 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to William W. Moore whose telephone number is 571.272.0933 and whose 
FAX number is 571.273.0933. The examiner can normally be reached Monday through Friday 
between 9:00AM and 5:30PM EST. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's Supervisory Primary Examiner, Manjunath Rao, can be reached at 
571.272.0939. The official FAX number for all communications for the organization where this 
application or proceeding is assigned is 571.273.8300. Any inquiry of a general nature or 
relating to the status of this application or proceeding should be directed to the receptionist 
whose telephone number is 571 .272.1 600. 



/William W. Moore/ 
Examiner, Art Unit 1656 



/NashaatT. Nashed/ 
Primary Examiner, Art Unit 



